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REPLY BRIEF 

Sir: 

1 a reph hiiof u> the ami tier's Answer mailed behnury X. 20UA in the nho\e- 
(efereneed application. Submitted with th.^ RepU Brief L a Request lor Oral 1 learing I he 
f 'ornm^ionei is herebv authorized io clmge S:H)0, tlie kv for a Request for Oral Hearing ibi 
•>nuUl eiUft\, to Deposit Account No. 50-1 3 2 l i. 

h is heiiL\vd that no additional tee i,-* ieqmied vuih this simmission. However, should 
additional fee be required, the Commissioner is' he;vh\ autlioM/vd u> ehaiye the fee to Deposit 
Account No. 5U-3 1 2-V-. 
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REPLY BRIEF 

(6) G ROD N DS OF RE,! ECHON TO BE REVIEWED ON APPE A L 
j) whether claims 33-57 are definite as required by 35 U.S.C. f? 112. 
(ii ) whether claims 33-39, 4 j -50. 5 1 -56, are obvious under 35 U.S.C. i 03(a) over GB 

800,073 to Sterling f "Sterling") in view of U.S. Patent No. 6,140.3 19 to Powell el ui. {"Powell 5 ") 

and further m view of DE 3338978 to Promming 0 k Fromraing'\) and U.S. Patent No. 3,898.323 

to Feimell ('"FennelF'), 

tiii) whetiier claims 41 . 51. and 54 are obvious under 35 U.S.C. § 1 03(a) over Sterling., in 
view of Remington's Pharmaceutical Sciences. 18^ Ed. ( '1990). page 844 ("Remington") and 
fa rther in v i e w o f F en n el 1. 

i'iv) whether claims 33-36. 38-39, 43-44. 47-40. 52-53. 55-56. and 49-57 are obvious 
under 35 U.S.C. 103(a) over U.S. Patent Publication No. 2001/0002999 by Neuscr. ci a!. 
("Neuser") in view of U.S. Patent No. 4,661,492 to Lewis et al. {'"Lewis") and further in view of 
U.S. Patent No. 5,686,1 22 to Liedtke ("Liedtke"). 

(v) whether claims 33-36. 38-40, 42-44. 47-48. 52-53, and 55-36 are obvious under 35 
U.S.C'.. 103(a) over international Publication No. WO 00/35296 by Johnson ('"Johnson"'). 

(vi) whether claim 57 is obvious under 35 U.S.C. 103(a) over Johnson in view of U.S. 
Patent No. 5.310,56! to Jao, etal. ("Mao").. 

(vii) whetiier claims 33-43 and 49-57 are obvious under 35 U.S.C. 1 03(a) over U.S. 
Patent No. 5.053,032 to Barclay, et ah ("Barclay'") in view of U.S. Patent No, 6,200,604 to 
Father, et a!, ("Father), 

(vol) whether claims 33-5"? are obvious under the judicially created doctrine of 
obviousness-type double patenting, overclaims 1-19 of U.S. Patent No. 6,863.001 and claims I- 
20 of U.S. Application No. 1 1/041474. 
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reply mm 

\ppe33auts aflnm aft of me arguments made in lite Appeai Briei 
<a> Hit- ( tainted ImenHoii 

Medications ate upicaih administered in the prior ait oralis, iutraoralh. pntenterally in 
iiuecrou, 'T mirascnonsly, for release at a single she. immediate];*, conunuoush , or .liter a 
di-kis \ppeilants has v.- dexised a method ibi administering <>rc or more ph inuaceuf eal agents 
in .in '„'!ie>-H\c amount, by both an intraoral and an oral means, m the same compos;!. on, 'Ihc 
composition compfi.se ; two components 'i hi. fust component is the intraoral component and the 
second component is (he oral component formulated to K within the fnst component, so that it 
!.s lelease.i .dtct life fust component. \sith the lust component applied as a flmeouiim> or a 
eompt-L-'sioii coating jivund the second eomponent. Hie pharmaceutical composition for 
mtiao-ii administration must be capable of .sublingual or hneeai absorption. i\ot ail diugs aio 

e. ipable of sublingual or buccal absorption. fhe cose can include a signaling system such as 
d.003 pai deles-, color change. g\k-> liberation etc.. winch can be detected by the patient once the 
••siusoia! eompo ieol is completely dissohc. saeh that she natiem can -.wallow or ehew and 
swallow the oral component. 

lb} Rejection under 35 RS.C. § 112 

f lau't: 1.^-^7 were selected under T S < , § 11?. second paragraph, on the hash- thai 
the second oral portion W supposed io he released m the intcsline and set is chewed. 1 his 
iek\.-um is confusing rhewahie does nc>l mean fiat telease mifi oecm m the mouth. Release ls 
geiicmlh title! preted as well ihc duig is released in a form suitable for uptake, hi tins ease. 

f. U'..wim. f btval s up drug containing particles, which are swallowed and pass into die small 
■intestine, where uptake occurs. 



I i S S.N. 0'^8SK,O!(v 
Filed: M::y j 5, .20.0! 

3 ho !\ammer also .dfe^es nuU drums 1.41, and 55 Lick sufficient unu.-ccdeni ba.-as tin 
ihc \c<n\ "■ho core" Claim i has been canceled. \\ ss assumed that die bxamincr is ieloump, to 
■Jaim i i Should the claim-; he found to bo otherwise allowable, the claim will Ix amended as 
jvu'iiroJ h\ the exaremcr k> prwwde antecedent basis, solely to facilitate proseeuli"n. howesei. it 
1 ; hH-cxod she Uaim of ear and hub, 'ujppniied if one looks at the cunoet Ivoe chum. 

[ho i-xanener also alleges thai "compiiscs one oi more oi :he ouiei iau-is" in claim 5" 
kui ^ulncient anlooodont bask-,, I'his objection is unclear. Cham V depends Jrotn oiainj i lT 
vJiii.ii Jdnie.-, the composition oi claim 33 in the farm of a tablet or capsule unit dosage form 
Claim ^~ dofne> the tibloi olYLnm 33 .is a multilayer tablet, wherein the oral compel jen* 
of.jnnnso.i ore or more inner lasers of tin- tablet and the intraomi i component oompri-.es one or 
moit outer !a\eis of die tablet. 1 he anrccedent ha.se- i° iuhetent in the eknm if-eif 
to; Rt-jt'itions Ihuk>r35 ( .S.C, & HB 

( faun,- 5 A I-^Vk and 5 j -5o ^ on- rejected as eh\ ions over Slcrfino, m s k\\ of Powell 
hoip-nino and fennel], C lahns 4! . 5 L and 54 were rejected as oh\ ions ovt r Sterling m a sew of 
Keimnyii-ji and tVnnel Claint 5^-36. eo-W, 45-44, 17-4''. 53-\3. 55-5'o. and 4^-57 were 
teieekd obvious o\of NoijsLr in ue" of'l ewis and ! iediko CIa,m> 35- H>, 3H-4i ! , 42-44. 47- 
4S. ^3--' : -. and s>ou vseic 'ejected as ub\ ini^ o\ei Johm-un (Maim 57 was rejected y-- ohviov-, 
■■■ser lobus-on m \ ;ew of Jao. Claims 35- f-3 and 4^-57 wore tvieeied as olu muj- Bareh^ it" \iew 
oi P mthci 
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( Lvm* j7-o i) * /-of, ar>d 5l-5t) an* ml obvious <*\<j) SV>'/»v?g i>> \ icu PomlI! .W m; /rc 
m vw w or h'ommmi! or ferine!!. 
Stpi-ifrisi 

^k-iiii'j Jl'miiK-!, j muht-kiycicd ndi or m^ei ha\ nig a mcd-ctnal core and an 
iuk!\enmg 'aae-indice!mg alarm layer or urn nation, this- run jul ;n outer medicinal laser 
m inble u< ! he mouth Moiling due ro! di'-ek^e a coirpo^jt'on wbeRm an uiluinral pomon j 
tihn ^.amig - •)- compression coatiny. sterling describes compositions wheicm ,» drug is dustt'd 
k«nto c core of a second drug \ ^ the examiner note-. Sleihng do L s n«>l disclose the churned 
dum*. -i.ti Ws Sieving dnelnsv or iead one sicdied m the ait to drugs which ne absorbed 
si Hmgualis rain h ie-s 'o a {caching that Mich a drug shot Id he put on the ou'isid- of .1 coie oi j 
dtug io.ipui iUM Jot release and uptake in the -mall imcsune 

Powell describes the use of one or more vasopeptidasc inhibitors to treat and/or relieve 
the -smnmnv c>: angina pectoj r 1 here is no cim io ,'ite of mi>aoiat and on' J deh\ ci \ . the need 
for two routes-af delivery, or a means of -achieving oral and intraoral delivery, 

f 'rmnmin g 

Fromming describes the use of verapamil or gailopami! for sublingual or buccal 
administration administered in a tablet, a chewable capsule or a spray. 

There is nothing leading one skilled in the art to substitute the drugs oiTromming for the 
drugs of Powell, with the additional teaching that such drugs should be on the outside of the 
formulation, in an .effective amount for sublingual uptake. 
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Fetmell 

Fennel! disduse 1 * j composition composing njiuicuhn and a non-low alkaline raakrial 
I Ik cop^x^iiion am hi, 1 powdered, iuiuid or Jbm<-.-d into a tablet In the coated tabic! 01 
p..^ J.-' ,-d loan iltt alk time matena! can ibnn a coaling lor the tablet I he coating cars he 
appbud [') LompioMoi! o^e; the tabic, coie uL i/jpl. a tablet pre-=s of it is ioimaj hy tumbling 
the mhaculm core in a drum containing alkaline materia! or mto whien the said alkaline maieaui 
L> sprayed 

tin pu-.tt at I fail-! u» pun ide the iK\,eisar\ niomal'on to combine as appellant , 
ba\ e dene, f he examin-a focusi s on ihe chemical aet'on .lTtKc dray.-, of Powell and kremmine, 
W'uat 1 niii La hui this is n relevant to tin. claused indention, since the mt.sstny mil critical dement 
b die .selection ot a d' ue. ^shich is released and taken up -aihl ngual!) , placed on the out vide of a 
ftirnufhitiin which is swallowed and »ubscquenU\ absorbed horn the small intestine 

i i'iWM ce-.Vi avi<; J~~?V, chI ?5~5^ on vol obvioit\ over \e?/su m 

view, of [:ewis ami further -m view ot.Liedtke. 

\'euuri desciibe^ phatniaca,ncal t wnipo^Pun^- \\luch can he admiiusteit J uraih and 
c.mU'n a iV'ed conjuration of at least mi' locally acting analgesic wkn a ranks onset oi action 
ard ai 'e.iM opt. ■iystemka/fy aeimg anal^'ie. with a MiMamed action. 1 he local h achni: 
anatf-'e-a ;s m-f ahsoibed intiaoialh but is aelwe al the sanaee it contacts 

Lev L- dej-uiibes an anal^e-dc conmosiUon m parenteral or sabliniiuai unit dosage Joim 
c^mruwing an aetise do.,e of buprenoiphine ;nid an mnonnt ot nalhevone sufficient io ptove 
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aversivc io a narcotic addict by parenteral administration but insufficient to compromise the 
analgesic action of the buprenorphine. 

1JMM 

Liedlke describes single dosage topical pharmaceutical formulations such as 

buprenorpfune. 

No where is there any teaching to put a drug absorbed in the small intestine in a core 
•surrounded by an outer effective amount for sublingual absorption. 

Claims 33-43 and 49-57 are- not obvious over Barclay in view of Panther-, 
Bar clay 

Barclay describes an osmotic device for delivering a drug into the mouth of a human 
patient (abstract). The device comprises a wall surrounding a compartment housing, a layer of 
.an agent insoluble to very soluble in aqueous biological, fluids such as saliva and a layer of fluid 
swellable hydrophilic polymer, A passageway in the wail connects the agent with the exterior of 
the device. The agent is released from the device by the combined actions of iluid being imbibed 
through the wall into the compartment, producing a solution or suspension containing agent and 
by fluid being imbibed by the hydrophilic polymer causing it to expand and increase in volume, 
thereby exerting a force against the solution or suspension, which is pushed through the passage 
way. Example 3 describes an osmotic device containing an overcoat of ibuprofen and liPMC. 
Hie overcoat layer is completely removed in 15-30 minutes. In some embodiments, the device 
can bt tr^ed to extend the absorption of a drug that might be poorly absorbed throughout certain 
portions of the OI tiaet, by administering a predetermined percentage of the drug in the buccal 
k iv n v. fulUined b\ deii\er> of the temaining dose it) the (i! unci {Bareja> . column S. jiue« IK to 
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■Pcdker 

I'ather desuUvs a pharmaceutical dosage form comprising an orally administerahle 
im-un-amenl in umihir.alfnp ^ifh an effmescem ayen! ibed as a penehniion enhance, to 
n;!lu<TiL!_ 'he pei meahiht) of the medicament across the buccal, sublingual, and gir.trna! mucosa 
ii.ul .\ lilies 7 -i \ ! (\aithej discloses thai the eftlaveseem ageni can act in increase she late am! 
e^cnt of absorption ,>! ihc aethe agent b} : (1 ) icducmg the mucosal lasei thickness ami 'or 
^ iscosih tight amcttou alteration; {? > inducing a change m the cell membrane structure; ami 
■ 4! .ncieuMng the hAdropbobic environment wit hut the eel kiln membrane. 

< 'Li;>rt\ 13-36, -+J—14. 4"-tS, a^-5J. tmJ5r-5o arc noi <>hr!on\ ova Jahi^iin 

Ch'mx 5 7 « as rejected as obvious over Johnson in view of Jao. 

Johnson descnm,. a cejtej chewing gum, ^v'T.'ein the coaling contains a medicament or 
jUjw agent ten svstuust deh\cn upon ehewmg I he lOto of the chew trm guni can also eontun 
an tcsne agun lljetc is no disclosure of an agent that is 1 rekared and ahsoibed intiaonlh and 
an agent <hrJ '\ jcleascd ami ahsoibed oralis (i.e., m ihe iowei gasuoiniestma! h icii tbiae js 
enh disclose ol a composition that is released in the mouth and s\%alio\\ed lor absorption tn 
tlu hnwi .iasi'omtesiraai tract as well as a second tomponent that ntav also be swallowed mtjet 
j- 'i sii'ivojmtu please and absoiption ni the gastrointestinal tract 

Claims 33-40, 42-46, and 41-54 

Stc} . m t fhihijiattan n fad cli Friwmivg nn</ Fcunc'l 

Hatm ^ defines a nlurm iccutica! composition comp-i-ang a Must mtraotai ponton and a 
^or>i >r ■ ! portiti i eitriainin 1 j pharmaceuheaily aUne ingredient which is released into ihe 
inlo-a;m atn.: tho inuaorji pc-ipon has oisinletua<ed Cla m 5^ irejuues the se< mid poil.'on ne 
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cnhu .1 susLnued n Lase wi aebcwable (ojnii'Lujon and also. I hat the pba: macentji.al eont u icd 
metem he ic [eased in the in estine. None of die prnu att teaencs the desirabfht} o' a mus.1i.* 
iotniuiauoi providing release n two sites and times- intraoral (fn v U and oial (.second), wherein 
the -.ecmd site )•> a ^n^Lnn-'d ielca-,^ foi mutation None 'if tiie pios ait discusses the piobicnv, 
s'.nl' fii^t fjj'is file i a: mi ism 1 he (.J.umed subjoet matter cannot be obvious unless one \Kd[cd hi 
the art ;s ted {<• combine duig.1 thai can be combined. so uVu one is seLvsed (1 r i , in tae month 
and absorbed there, iobov ad h\ a second duig that can be ingested lot subsequent absoipinm 
Iowoj in the gasEtoinie^tuial live''. Mam drugs. a> discussed in the application, me noi dbsoihee! 
minora h It i-^wcli established that ttie mem po.-^ f"ilit\ ^omednng max oerur o- not .,jffieient 
to m ike it ! [it. prioi art must lead one to the claimed composition, with the mot vat ion 

an J ete.blu lent io make ana i:-.-; it as el aimed, wj h a reasonable expectation <d -access 

Svtimg Joes mil dts\Jos<. a pharmaceutical composition comprising . fust minora! 
portion vshfdi up:dl> dis:;oI\es or oisimegtates mliaotjlh to lelease a thetapLUhealb eifecthe 
<a:K>ani of at k:i-a tine p'tarmateiittealb acme ingredient winch absorbed mrough ihe buccal 
of raibiUK'uai mucosa (b\ \ in tie of mg a sufficient icoonaucc tune and suificienth low 
mokvulai \s eight) lor uptake m the oral eu\il\ m a therapeutically JTccihe le\cl wherein the 
icti\^ Jimti.dti.nt is lis defined m elaun ~->3. Steslmg tails to disclose a seeonn component \\ \ sell 
is <Jihei ehevathte or pro\ idev sustained < cleave. Sustained iclea^e is whcie the dsug i-> releasea 
o\es an f \ [ended penod of time for evampie 0 5 to 2-1 hours (page 2 \ bnc c 21 2d} Delayed 
re ! > a-,e ^ dc-enbed b} Veiling. \ - n<it the saitK as sustained iclease None of thv pjiot an 
teaches sustained release. 

1 ic l^duma."' iu.-> mnviy afh'gi'ii thai ' v usLr.ned le lease" is a ',elati\c 'crm and that 
w-iivul am paiameten. an> time ftame can be read on H Appellants rcspecLfulh pomt out it) 
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REPLY BRIEF 

fij_ {' ^af^^l^iOi dsai one oi irdiiui) skill in the art would not reao. just an> nmc frame into the icon 

>u-aatned release 1 ' and would understand r hat the cLum<-' diOHemiaks Ihe claimed 
ut.'iiposfhnuh dom immediate release- compositions, both term..-, which arc louimeh used in the 
art. ,iiui which -'kaeimmc She t\ pe 'pioponi^n of adduces added mio the composition [ (oue\ej. 
the f \ammej jdege^ that Stcrhiifj uses aluimc acid in the core, of ihe aanposiifon .hsclo' ed 
in Sterling and thai uigmic .Kid ir> a unstained jeiease e\c;pieta. citing- I [ ,S Published 
\pplu-aiMii No _t)o^/f >M hv Riichwal. ct ai. rBaiehwaf j. Appellants respectfully point 
out that Bnichnal has not been made of wcord during prosecution of this application nor has 
thi'' reje>. (ion been previously raised, so two new reference* ore attached to respond to the nen 
rejection. 

! isl condition J:awn bv the bsanuner irom Rue ha 11 with resrva In Meilmg is 
eironeeus. S.uihug i^ nej conce-ned v idi piepanng a ^!sUiin<..d release faimulalion. and so. die 
I \ammer lias no basis |b;- concluding thai Sfethtig is using alghnc acid for the purpose oi 
pro 1 idmg <u a.uned K'k-cne. Migniic aJd has oiau\ uses, and ou^ o! its oldest usv^ in ihe 
p. anifoki.L!taai irdtisli k t<. is 'UsmtLtr niMaul lit n inanediua: JeL.iSs. , ft ji •, lact ^ >,dl \i!0\\!i 
to ih.iM. <Ml!ed <n ihe an. tor example, as demonstrated in 

ittte ^wv i toiai a* , e ^oni (i'sipiegt.-, h 'nu fai shei nmie. the entjLvuitaiion nl aiginv ici^ nv.' 
10 fermuhmou tnd the pi L\>enee 'absence of othct pub met ik'scniiines die Junction fur which 
i was employed. Vlguynos in tiu range o! ?-kr\, are empkwed Js dialog rarity, itowe^ ei !lie\ 
v,- 1 Itci ti\e inr sustained icleasc in thu lange of 20- hi% alnnt or the> can be used at lower 
vouee.itratious ii in combination with other gel forming polymers (please see a review on 
A Jgina:es loi agnculi'ual applications fiom International Specialty IVoducis. a eop\ ot which 
attached!. Appellant ^ submit that the attached Kfcicnee has not been mane of reeoul snudat so 
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the -icw oiled tclL-tiriitt, i i ' S pjtcnl W» ^00 vii22S^l ) ^tled h\ tho bvnsranet I louc\cr. 
\opdlams submit tin. iefjteuce foi the s^ic piupo^t ol rehuung the ! xannner's learning 
Hoarding she J' iclosiae m ihc new reieienee t iied h\ the l\anmier The I \aminu also alleges 
{li.it fht I xeinples in Vppdlants disclosure utilize the sustained fclease pobmer in ar amount 
between 1-X% i !ic !\.iruncj attention t° d\o\n io die fact thai none nJ'Hic .."samples u^e alcuik 
'•ohl Pin !lu.:'i:.>ro th.. fx tniincr\ attention k ieipeeUulh drawn io page 4o .if die pjev-ra 
application. \\hercm n%di<u\riopx lmetio 1 cellulose is u-ed m a 0 > weight of iO ?l) n , K and on 
page "'- ! ^ heicn lis dro\\p'op\ i meihv i ejlUiU.se i.n ii.sed in a 0 . weight "I IO-oO [he^-ate 
i vnnpLs of the picparaf>on of sustained ideate cotes As disclosed in the present application at 
U\w u pai--- 2e line uno! page 2-\. line >. us well as hi p,aiebwal \<)(-(u\ < Ued b> the 
i Suinnu i. In Jn>x\p!0{u Imelhyi cellulose is a stLdamed-jvlease polymer I unhen ioie, 
Baiebwl discloses the tange of the sustained release e\eipieni to be iiom about 10-00% weight 
oj \Ik final fonsiulauon. It is cleai tiom the dkscLis.-aon nboxe and the disclosure in Ski hug that 
die „' - aU'iiUv .tcid in die core {Sec die IVm-nuef s \:tswcj >m page K ^ i ttnd paiamaph} of ihc 
UnhiiiUa.on <> esed as a di ^integrant, and a fornulaluva using alginic jeid fn the purpose ol 
sustained isJcase will contain a much hjgbei con ucnti at) on of alginic acid One o! oi Jmarx si* ill 
in the at l fioni the disclosure in the piesent application of a foiniuidttoi So. sustained ideate 
won'd noi u>e rv ton> enlrafiup of Jgurv. acid empioxed u> Sierliug fherefoje, not on!} i-- the 
'oumik.t ojs ,n ^-leihiic ditferciU from ilia* claimed. Sterling actual l\ teaches awa> horn 'he 
ci.tniiuJ um nn'at'ou 1- ve u>c die core as pu.paud in Sterling is will immediate :ekase < use oi 
the dfsintegrant) upon contact, with a fluid environment. 

\\'ith rcMxv! io i he ii:nuatn<n ni {he cLnros 'hat ihc t.tnc oi the couipo^-uion be chewa^lc, 
she 1 \annnej alleees {hat -iuee the pivseiu apphcanon teache^ siaich and inaghc^um stcai ve a- 
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suitable excipiuus for a chew able fonnulatkui. and Sieding teaches .starch and magnesium 
stearate in the core composicou. therefore according to the bxaminer the euirqxK.it son disclosed 
in sterling is capable of being chewed. Whether the drug is capable of being chewed is run the 
is.aie here in mder 'or ihe enmposiuon diselused in Sterling to anticipate i ho hmiuuiot) of being 
a "chewable formulation", it must be- formulated to be chewable. not merely be capable of being 
chewed. \\\ tablets are canajylc of being chewed. If the bxamlners reasoning were cunvet, tba.- 
would mean that alt tablets can be classified under ehewable formulations. One of ordinary skill 
in tie-' an understand^ thai chew able formulations are formulations that are meant to be chewed 
and would recogni/e that shis would affect not only the exciptents included in the lonnuiation, 
hut ihe combination of excipiems and for a particular exeipiem, the concentration, depending on 
it- intended use iti the formulation, as discussed for algmie acid Km example. abo\e. Nowhere in 
sterling is there mention of the intraoral portion of the tablet being ehewable Rathct, Sterling 
repc uediv discloses that the intraoiai portion need- to he swallowed (See Sterling, page L iel\ 
cohnnn, hues ! )~2>. page 1. right eolumn. line* page 2 right column, lines So-l(*5i, h is 

evident thai the formulation m Sterling is meant to be swallowed, no! chewed and thereiore- the 
e\Jpients meoiporuted in die formulation disclosed in Sterling will he different sua onis in t\ne, 
but also. In proportion even for the same exeipient 

None of Powell, fromniiug. nor i'enneil make up for the deficiencies in Sterling. 
\ceordine to ihe rxaminef. Hie scc>»ndar\ references are relied upon to cure the deficienev of a 
iael <.<i d^closme of the claimed dings fhxami tier's answer paragraph spanning page.> 1\ and 
':.2\ \ppellant-; respeet fully point oiu that as diseased aho\e. Sterling is deiieient in more than 
i he lifted drugs with reaped to die Initiations of claim ?.i and intact. Sterling teaches away from 
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a formulation which has a sustained intraoral portion. Therefore, a combination of the references 
does recite all the claim limitations as- required by a rejection under 103 (a). 
\<su^ cr in a wihi naiio 'i u ?///. Lcv.'h a nJ /,,Vt//A'i- 

The references do not disclose each and every clement of the claims. The claimed 
compositions contain a first intraoral and a second oral active agent, wherein the second portion 
is either a sustained release or chewable formulation. Lewis and Liedtke do not provide the 
elements missing from 'Neuser. A combination of Lewis and Neuser as asserted by the Examiner 
would result in a formulation having as a fast acting component buprenorpbine, and as a second 
component a systemically acting analgesic as listed in Neuser. Neuser requires the first portion 
be a locally acting analgesic with a ra pid onset of action {"Neuser. jOOO I J) and an optimal 
duration of action lasting 0.5 to 120 minutes (Neuser. [0013]. Neuser further discloses that local 
anesthetics of this type display their action after less than one minute but have only a short 
duration of action { Neuser [0002]). As stated in the Appeal Brie f buprenorphine is a long acting 
drug. Furthermore, buprenorphine does not have a rapid onset of action as required by Neuser. 
One of ordinary skill in the art would therefore not be motivated to substitute Neuser" s 
anesthetics with buprenorphine as asserted by the Examiner, However, the Examiner asserted in 
the reply brief (page 33) that Neuser only leaches that it is preferable that the local analgesic 
have an active time of 0.5-10 minutes, further citing to paragraph [0009] of Neuser wherein is 
disclosed bupivacaine and mepivacaine whose duration of action the Examiner asserted, is 3-5 
hrs and 2-3 hrs respectively. Appellants respectfully point out that with the disclosure in Neuser 
of the preferred duration of action of 0.5-1 20 minutes for die immediate analgesic action, one in 
ordinary skill in the art would not be motivated to use buprenorphine, which has the ability lo 
remain active in some patients for 72 hours and for 24-4S hours typically. Furthermore. Neuser 
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iv-quuv- th.it she k'LdSK acting analgesia have a rapid onset of action, vsuhm a period of up to in 
inimtics I .\eUso. jOOOoj) Hus is ![■■! sialcd '.is a preferable upper limit. This /v the upper limit 
a disclosed m Nensct. ! he preferable time points are a petiod of 4 minute* in partteulai a 
pu-fod oil minute and very particularly, a period of 3b seconds (Neuser, jOOUb}). BupivacaitK 
;>iid uicptv acnine cited by the Hammei for aiiegcdh having long duration of action however, 
'all wtihtn 'he v.aicrgor> as required bv Naiser. o! drug;; with a rapid onset o' action . 
i*upa-isu! phine has an onset olfaction of^O-liO min. Mcuser teaches a\\u\ from anatge^.s 
which have an on onoCt of action longer than 10 minutes Ruprenorplhnc fails in tins eiiegon , 
tiu^- Appellants maintain Hut one of ordinary skill m fat art would not be motivated to combine 
Neuser and Lewis, as the Examiner has done, 

\\ j ill respect to laedike one vi ordinan skill in the art would not be motivated In 
combine the reference.-* as ( tedlke discloses topical formulations, nut oral fonnul'uions a<= 
dcilncd us the elamis. flow ever, the I'xaminer isscried iluu reuardles:} of the dosage fomi. the 
dnte will tetain its pi op^rtics, i.e. the property of aciiug as a local analgesic, irrespective <»f the 
local malgestc being formulated into an oral versus topical formulation, and thai clearly, 
bupienniphiue can be formulated mto oral lonnulalioiks a.-, Latght by Levsiv I he \ wmnncr'o 
aUeuitou is icspcctlnlb, dia^n to the \1P1-I' ij2 ] 4>J 1 .f ' I wheieiu ii stated that " The mere iact mat 
references can be combined or modified does not tender the resultant combination obvious 
unless flu. prior art also suggests the desirability of the combination. In rc Milk. "-Mb F.Jd o80. 
1M S| ! 02d I4?0 (Fed. Cir. lWli." For icasons aluadv discussed, a skilled artisan will not 
i embnu I evsis nwA Nousei as the liKanvner has done. Second!}, \ppcllams respeeiiiillv 
JLagjee wall thu. I ,\annnei\s assertion lint the formulation lvp L is ure!e\aut. 1 he chums jcqimc 
that the pharmaceutical be released in an effcethe amount. The fact that a compound is an 
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analgesic does not mean thai any and every concentration of that compound will be effective as 
iin analgesic. One or ordinary skill in the art recognizes that formulation type determines the 
concentration oj active ingredient, and therefore, a topical formulation would no! necessarily 
have The same concentration of the same active ingredient, in order to be effective. See also 
i k-dt! l. <-ol i. hues 20-2'L therein is disclosed that iransdemtal administration o! infiopKt. outn_ 
could not be therapeutically successful, whereas sublingual nitroglycerin is effective. If the 
Examiner's reasoning is applied in this case, the properties of nitroglycerin are not supposed to 
change regardless of whether it is In a transdermal or sublingual formulation. dearly, a 
disclosure of a topical formulation does make obvious, the concentration of drug, that would be 
effective in an oral formulation. None of the cited references disclose a chewable formulation. 
As previously stated, the fact that a formulation is intended to be chewed is not merely an 
intended use. it determines what excipienis are used and for the same exeipient the concentration 
used. Accordingly, claims 33-36, 38-39. 43-44. 47-49, 52-53, and 55-56 are not obvious over 
Neuser in view of Lewis and .Liedtke. 

Claims 33-43 and 49-57 are not obvious over Barclay in view of Father. 

The claimed -compositions contain an intraoral portion which rapidly dissolves and is 
therefore released rapidly after coming in contact with the patient's saliva for immediate 
absorption in the mouth; preferably within ten minutes. The active agent in the oral portion b 
released due to dissolution of the carrier or degradation of the sustained release matrix. It is not 
released by being pushed out a passageway drilled through the core as described in Barclay, The 
main objective in Barclay is to overcome the problems encountered in buccal delivery of drugs, 
by making a. device for buccal deliver)' of drugs for an extended period of time {see Barclay, 
column 4). This actually is teaching away from the presently claimed formulation which 
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iccjuhvs iiuu the intraoral pinion be rapidh Jissohcs or disintegrates I lowev or. the \ \aminet 
..tied u ■ a.lumn S. lines .?K-51 ofParcktw slating that Baieko, clcail> teacher a portion thai 
uiniiiu-ter- j dm;:. bucalh and a second portion that adminicles the drug to die OA uaei, 
.XppojKtat^ respectfully point out that d\e issuer is no! whether Barclay discloses buccal 
khmmstiaiiou-ihat \ - the purpose of Batckiy, ! he issue is that ihc claims require tapid 
dissolution or disinfect ation and thereibie lurid iclease oi the active agent in the formulation, 
who-eas Baiela> ^ concerned with the c\aei oppo<ue of tin-. providing an osmmn: pump dun 
easmes Mistained dcltuav ol Hie active agent in the buccal eav uy (see Buivluv. col 4, lines ^ 
; ! s ! iitthermoie. the ^.t'ed paracnaph discloses that a predetet mined dose may be adinutuieied 
buLealh . how c\ n it does not state that ii is adminhtei ed rapidh . " I'o establish /™.( facte, 
ob\ loudness of j claimed invention, all the claim limitations must he taught or suggested b\ the 
prior ail. hi <v R,>y]<u. 4 L >n \-\2d 981. ISO USPQ 580 (CCPA 1^4). "AO words in a claim musi 
iv (.onsideitd in ladgmg die patentability oftli.it claim again -'i the prim an." In /v UV'.o/-. 42a 
i 2d L~s:. n«5. ies USPO -!94.4siouVPA !V' : m," (Sec MPbP §.:!43.0';i. riieL\amirtci 
e:k'ci to b sample e of Barciav which discloses that ibupiofen <s o vet-, owed on the de\ tec and ihai 
generally the ovcicoai ! a}ei will be complete!} removed by pauent sucking within aKuit 15 io 
50 minutes, and alleges that disclosute reads on the limitation in the claims that the huiaoul 
rar-idh dissolve oi disintegrates. Appellants disagree with the INaminer s allegations lbs the 
).,!lowin;j ica.-ons Haieiav .-houkl be read as a whole. Ir determining the differences between the 
r>noj art and the chhns. the question under 3s USA', loo is not wheihcr die different 
them^ch c;> would. ha\ e been obv ious\ but whether die claimed invention as a w hole woukl have 
been obvious. Barclay hi concerned with sustained buccal delivery. Sccondh, as disclosed iu 
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and 80 wt % MPMC (hydroxyprulylraethyJcellulose, which the Examiner has repeatedly cited in 
his reply brief as an excipient for sustained release, asserting that the presence of this compound 
in a composition renders to ii the properties of extended release). Thirdly, Example 3 states that 
the overcoat layer will be removed within 15-30 minutes, not that the active agent will be 
released within 15-30 minutes. Of note is the fact that said overcoat layer is a mixture of 
ihnprofen and HPMC in a concentration used for sustained release. This is not a disclosure of 
dissolution <u'the intraoral portion, let alone rapid dissolution to release the active ingredient. 

Barclay discloses a pharmaceutical device winch is very different form the claimed 
composition, ii is unclear how the device can make obvious the claimed composition. 
Furthermore, Barclay ieaeh.es away from a ehewable formulation, the device is to be swallowed. 
Although she claims in a patent application are given their broadest possible meaning, the claims 
supposed lo be read in. light of the specification. The present app lication is not concerned with 
devices, and Appellants disagree with the Examiner's assertion that the claimed composition 
reads on Barclay's device. The Examiner relied on Father to leach the dosage amount of 
prochlorperazine.. However, Panther does not make up for the deficiencies in Barclay. 
Furthermore, one oS" ordinary skill in the art would not he motivated to combine Barclav and 
father to arrive at the claimed compositions. Barclay described devices where the drug is release 
by being pushed put a passageway, which is drilled into die core of the device for sustained 
delivery of drug to the buccal cavity. The references in combination do not recite all the 
limitations of the claims. Accordingly, claims 33-43 and 49-57 are not obvious over Barclay in 
view of Father. 
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< VV/w/v -f-?-.?o <W /r A/ *"~--A. , » 52-53. on(t 55-5o t ti\ not <>flv>ou\ o\\ i Johns' w 

! Ix Jaimed eoinptisiuon.v comam an intraoral poitum thai rapid!} dh-sohes ot 
disintegrates immediately uj on ad m listnuion and is i m inedi ate K al sot bod. 11 e second outl 
portion 'oca ted wninn th. 1 intraoral poroon .aid it is released lor uptake into the intestine in a 
diei.nvtuicalh effeethe amount, wheiein ihc second poison is cither a sustained chewahL- 
fo, imfk.uon Johnsoa does not disclose a phariii'ieeutieal composition co uprising tin mi mom I 
pet Hon which MpidU dts^ohes oj disintegrates 1 inUaorali} so jek-a^e a iheiapLUUcalK edeeuxc 
amount of a phaimaeentKwi agent d be medication ickw.s-.-d in Johnson, js to leased duimg die 
chevung peuod ! he retjimemcnl dial the intraoral portion rapid!} dissolve as claimed 
influence- the choice oi cNdpicnis in which die phannaceuiica! is meorpoi ated. Johnson does 
rot disclose j second oia! formulation thai is in a sustained release or dda\ed ickase 
lot ninl.mon. with in snuaotaf postiou which is j. el cast U m the mtesttne m a then apeuh call} 
effeao e amount 1 he Jaimed composition:? aie designed to iv -sallowed once the nuiaon! 
Lwet Ins disintegrated. 1 he medicament included in die chewing gum disclosed in Johnson i- 
m. ant $a J^-i pi ,o-i m the buccal ea\h\ (Johnson. fv.ye 4. hiici 1-15) Johnson discloses on 
>ig : i 5, hue-; 2 ■ j.5. (hat 'heie cm;, he a bene! it m lv.\ ing a part oi the octn e agent m the 
chew mg gum fommfiEion .loh n .sor also discloses on page 1 5, hues X- 1 3. that one a 'em ma\ be 
added to the coat foi fast release, and ul *o added to the gum center with, oj Without 
encapsulation for slow rtlt ase 1 heie is no disclosure of a composition with a second oiai 
ponton U^ated withm the lliM pouion. wheiem the second portion is cither a sustained (ekase or 
a chewebk lounnlitton, wherem the acii\e agu'i is ie leased in the inn-iimc in a ihcTapeuuealh 
t ! kclo e diaoum ['he i H \aimner asseneu that Johnson's l. ore k em w able and is cupah'e -if 
being ^w aMowed Appellants iramtam duf chewing gums jr. not normal'} ^sallowed A 
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|V!M)'i .it'iu Jiiurv s!. i 11 nt the art would not expert lint a chew iug gum will he swallowed hi 
• Tt.li.-r fen a comport]'-"! to qualify us a chewing gum. it nyjsi h;r\e a gum base, a requirement that 
l-, noi needed m tablets, v heiher dies arc meant to be swalhwved 01 chewed .Although chew hug 
mini nn-mnlatuin can be tableted this Joes mil mean that such a formulation qualifies as a 
"laNef Humiliation as s rouiiuen used b\ one o' ordinary ihill m ihc an. The chemical 
^•nijionert 1 ' oi a chewing j.um aic different Horn tho^e of a "table;"", ai leas! with respect to tlie 
mandator* requirement tor a gum bast- (see Johnson, page 17, line _'4 until page 1*T line ')} 
i inthenivic. ^ J^elo-ed in TohfiMiu. the emu base ponion oi die chevung mini is returned h; ihe 
m.i'jth ihjOUL'houi the chew (Johnson, page 17. hnci J4-2S'k it is believed mat during the 
chewing, die active agent remains in the buccal ca\it> and ma\ be kneed or partitioned through 
the ••! il mucus t John-on, page (\ line 1 5-17). The fact dial the active agen! m Johnson is 
intended soleh foi buccal delheis inUuenees the amoimidvpe eMhe acme agent exeipients 
loaded in the composition Therefore, Johnson dots' not disclose a composition with a seeoud 
oral portion, wherein the unlive agent is released in the interline in a theiapeutiealh ellecnce 
amotint nor enable one of ordinary ^kill in the ait to make such a composition The !• \ammer is 
iv^veiluIK leminJed thai die hmifa'miis ol the claims are read ai light of the dis< lo'-iae m tlu. 
Mveineation. Ac Maied in the MPbP :'2f 1 i -The Patent and iradcnml Oltsee {"I 1 H )" i 
deletnnne^ [lie svope of claims in patent .ipplieations not sole!) on die basis of die ehhm 
lanmijex. but upon lining claims then* broadest reasonable eonstmction "in ligid ol the 
specification as it would be mteiprttcd b> one of oniinan skill in the ait." In rc Am U\ui o< ^c: 
UJ> t V M" 1 \d 1 Tw>. !3o4[. "il 1 lNPQl^l IK"H (I'od. Cu. 2004) "" Chew able compositions 
a° (. laimed .sic not gums, i/onversetv. the gums disclosed in Johnson ate not the same as ihe 
.laaned diewnblo composition^ that are mean) to release ihcii active agent in die iutotine I he 
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1 ^ tj-niiicr iKo assets <h u the clangs eeite "chcwaMc lununhtu-n" and \ei Applii ant-- aigue tkii 
Jvumg gunv- j iv net notroaih shallowed Chewahfe compositions ate ioutineh used in the -in 
i'fi dUner\ o! agem -ueh antacids and anii-nutujeul- Chewim, gums on the other hand ate 
m..ari I ■ he chewed inn not sw djowed A chewing <jnm ss structural h dibetvnt *rom a 
phfunwvuikal humiliation which ,s intended io he chewed then sua! km i d to enable ielea.se of 
tS e ncM\c agent incorporated ifu.it.ijj. in the intestine 

Johnson does not disclose the composition oi claim 3^ in the form of a capsule or tablet 
oJainis -'5-36 and -N-3 l 0- Johnson does not recite each and cxc.y claim hrmuuori. and theseiore 
< <imioi in,][ - ohxiou^ the chums •Vcordmeh . elatrns "> --16. 38-40. 4.?~-l4 -17-48. ^2-53. and 
55-50 are nou)Pvtou.s in view of Johnson. 

hie ? K tot t> ' Ja \ not Ji^cu >sc each dcmo.l 1 >* the l Kwrs 

x onc of the piior ait discloses or teaches thai the outer portion of the composition must 
di.ssobe or dismugiau rapidly to rclea.se only the immoral portion 1101 indeed wh\ this would 
neee.-tsaty or ad' antagcou ^ fennel 1 dtsvh^es a film coating hut t uit alone, does not mean t:i.d u 
won'd dt <Miiu- oi disi Hebraic upidh Indeed, many dim coating-, are eutetk com nigs 
...>pee,jh_\ .icsigiK'-i not to ielea-e umd .uter parage thtouch ilie stomach. .Meding doe- hol 
djs..Nm- ^ ^unmovnou wherein an lniraoul portion js illm coated or coated with i compression 
».->j[ing. Sieilinj desenbej: i.ompo ,; Mhons where. n the huiaou.! pothou is d Listed onto the eoje 
s . other I'oueii, i romminu. not ( enneii nul c up tin th> deficiency 

None oi the piiur att seaJt the elunneJ dosage rang,, foj the mimosa! compoth'Ti!, oduch 
'mpoihm' ^ncc iniger dosages aie tmhkeb to be ai^ojbed intraoral!) , as we 1 ! as the plosie.i! 
htnitanons on how much of a drug can be incorporated asound the core of a second drug which ls 
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<v he re]eu--ed 'iialK 3 his is also net obs ama from t -;n> of the art. because there is no disc'usuiv 
of'intnH'Uii delhery other than possjhb Promming, hut as noted alxwe tins i.> not cleat. 

\<me o f she prka art teaches that there must be a .second component which i.s oralis 
ddhcred ui a sustained release or chewahlc formulation. The pnoi art teaches ehewahle 
fonsmlauom. hut we do not know iT this is for intraoral or oral deliury. nor thai the drug as 
■ ico-erhed is 'n j dosage and font) ^unable for intraoral delivers Sterling does not teach a 
ehewahle foi mutation. The hxaminer lias provided no Lehmeai reasoning for has asset lion that 
Sict ling reads on the ehewahle formulation ai" claimed bs AppellanLs. While it might he tuie that 
ihc coiv ,n Stealing can he chewed, this does iu>f mean thai it is intended fo be chewed noi that a 
must he a product that is absorbed m the fewer gaslrointesiina! traei. ! he wa> a drug product is 
designed and manufactured affects the bioa\ ai lability of the drug, for e.\ ample, different drug 
products thai contain th. svaue active ingredjeni may base different bloa\ ailabilth depending on 
diffeiene.es in the inactive ingiedienis even if the- 1 , are admhustoied m the .same wav i ila 
t.\ampSe as a sw allowable tablet!, f he rak ol dissolution of a solid drag form may also affect 
absorption 1 he consistency of a tablet meant to be chewed is different from thai of a tablet 
iiteui't to he swallmsod whole, chewing increases ^,ii thee area and rate of Jissojuiion of ihc drue. 
fpiease -ee iohnson. page .'?, hue 22. mail page 1, !me 14} I unhei-morc, a t ihict th.it is hlended 
to he em. wed v .mid include sweetening and flavoring ngenis which, help to tmpio\e padeut 
compliance, -nmething \h:\\ would not be of concern to the mamijaclurer. if the dime were 
intended to be .wallowed whole. Iherefoie, a do^ formulation f hat is intended to he swallowed 
do„\s not mhereniK disclose a chew able formulation became they have very difleient 
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In Mmnikin, none oi the ptior art dlseiosc; the genera! L oneepi o/a two component 
K'rniitl.ituti. for ii-itml iniruom! delivery io1Io\\l\1 b\ wr.ii deh\e<-\; a rapidl) d)Mmei>iahn<: or 
Lii ,MhKuty coauny u\cr jii nuMoral d'ug, me ;di'eti»n ofadnn, for imratuui dch\ oi\ in j dosage 

<<f iviw.en i .mo 50 uil\ noi the combmalion wnh a sustained release or chewabk sl-lom.I 
coniix.ns.n! f»t ouij dcb\er\. Ahsetit mom jiion to (ombhie as appellants lia\e d<>nc. the claimed 
composition would not be obvious from the cited art. 
Claim 37 

N'oik- oi hie cited att eiisrUses rmihi!a}ei tabLs with multiple ia\ei> of an minima! and ,>r 
oral component, 

Claims 4 J and 50 

L laim II differs Irora claim 13 b> requhing that the drug to be del here J iutrooialh ls 
enhe. <u-> listud in claim * 5 ui Las a inoiecnlar weight noi OYeedmL .150 dailons. and joquirt-s 
cithef an eff'erv sconce ui phaiamacennea!!) acceptable .signaling >j h ioni between t.he iwo 
components^ 

i 7<m/v -*! LinJ?fr u*v not uhvtous o^cSlcihtTj ;r view I'omH. anl furtha :n wetr o f 
Frommm? or Fenne.ll 

Sh rlmg doe> not dnselost a pharmaceutical anuposiiion uuh an acme nuMedient na\ mj 
a moL-cnhr- we gbt not exceeding 350 daltons, or an active inaredtent xdetk-d !h>m the 
mgredienis listed in claim 41, being present in an amount between 1 micrograms and 50 my, 
Meilnu; J.k\- noi I'jsi bt^e a pharmacenljcd eonipo.siiu.n composing a pharmaeeuijealK 
a..eepiab]e eftet\e-eent ageni winch generate^ efiervesLCncc or a pluimukvuliailh acceptable 
signaling y.-i^m. j wealed between She Ch! inuaor.il <a>mp<inenl and she second oial component, 
which ts deieeialiie M the patient upon Mih^antiai reka*e of the phnrujaeuilkaih aUs\e 



22 



Fited: May 15, 200 j 
HKPI..V bri-kf 

inLi'-Jicm it; tut. fit si mliauiiil compnrem when cuntaLted \Mth ^ahuuy Sir. id as defined h\ ibint 
-1 Mcihue d<v-, not Jf>c'f>st. a ^imposition whetein the inttaorai poition is Iilm eoaiima 
applied m die o^k <a a cwn) [Session coining compressed aiotnd the cote, Neithe Poweil 
[ t^mmine;. n<T ! einef m she up for this c'a.4k>cncy 

'■Jone of (he prjoi an discloses the jjener.4 concept of a two component lormulatmn (oj 
! = n-'..i ;iuf:icial deh\ :\} lolloped hy otal deiixen, a tapsdh disintegrating oi djs*oUm<j coating 
<".ei .in tnfiaojMi dtii b '. the selection of a ditu lor mmiom! dehxeiy in a dosage mnge of hot v\ ecu 
! md 5 ( ' mc, nor the eomhin itien with '< sustained release or vhewable second component for 
o:.il ciao or % \oi-e ot i\k t it Ji-cIosl^ placing an eifcixcscen; agent m the mi io> d component 
N v-h: of die ait dis:losc° plje mj a surudmij mean- hetxxeen the irtijonit and oi.il comp^m ot> 
I m^. r|u.n. uould no moLt\atio>) to combust oi modi fx as imnned to aimc „ t die Jamiee 
compositions.. 

Claims 43 and 44 

Claim 43 requires the second oral component to be a sustained relea.se formulation; claim 
44 requires sustained release over a period of 0.5 to 24 hours. 

None of the cited art. discloses a second component in a two component fonmiiation 
which provides sustained release as tequired by claims 43 and 44. Sustained release is defined 
as where the drug is released over an. extended period of time, for example 0.5 to 24 hours (page 
23, lines 21 -2vo. Delayed release which is taught by Sterling, is not die same as sustained 
release. None teach sustained release except in the case of an osmotic device, which is not part 
of a two component system where there is a first intraoral component, nor any teaching that 
would lead one to combine two such component. 
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i Lums 45 ami 4{> 

Wtne of the cited an discloses a two component system vs herein the second eornponeul i- 
lot oml delhen iJijd provides i<u delayed release. These is on motivation 10 modtfx and 
combine am oj :he cued an <ts apouhmts h;ue done m create a siu<.'k !oim illation thai «.an 
Jeii\ or Jniij immediately inliaornily, then release much !.ncj a second component d)\c-. passage 
through the stomach. 

Claim 47 

None vM'the cued an discloses a pharmaceutic i! composition v-uh luo portions whetein 
the >eeond poriion > x ehewable. ark: eonipiisc .it LiM one pharmaceutical!}' acceptable- exetpiem 
<-tutahie hi) t khewaWo medication and a flavoring agent nor arty motivation to make such a 
combination. 

Cijiim 48 

Claim \ti icquires thu first intmorai component to disintegrate or dissolve within 10 
minutes, when the composition is contacted with saliva during intraoral 'administration. Claim 
49 requires; the second oral component to remain intact until the intraoral -administration of the 
first intraoral component has been delivered. 

The evtmmer has cited no art icachuuf tiv critieaift} of a two component sx stern v\hcteiu 
Hie itr-i component d.^ohcN or dismteetate-, vuthm IE) minutes - , nor where the second 
component must remain •ntaef alter the first component i- delivered indeed. Ihe^e features are 
nti cm! io ;i two eomponeui deliver) sWeni releasing drue' at different phkV-> and different 
limes, and is simply not discloses by not' obvious from any aspect of the cited prior art, The 
examiner lias done nothing more than generally group all claims together and ignore the features 
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thai mat- ihis such a damnable s\ stem fnj dv^se mdu \hials m ncai of combined dru^i (hot ap) , 
wheieau iPiis<j! ven i ip'd onset i> c^-oruai. fallowed latei h> deh\ei\ o f\h - ug nraih 
53 

i he e\atnmer hu<- cted no at disclosing the chimed dosage range of one to "^0 nig. much 
lc^ the c usiiiK-J ;;in[c ul 10 to "0 mg of claim A>r a d*rg in he delhered intraoral!}., the 
pi id ,n fad n. iceugni/e the dc^Kihlin oi icason one would deli\ er initial!} a Mi.m c nponeni 
imjaoulh. thct icquitc- Jiik's 'ha! ebemteaih ean be aKoibcd muaoialb. as well as a dosage 
Muit be ,th-;<iihed ints ion-.\\\ I lie piioi art is uimpleleb silent on eilhei oi thcoC miponant 
claim [mutations. 

Claims 55-57 

Cairns vs-s" define i process for making die lornudutioit olViaim \-> 
i he same aiLmiuerits made wtlh ;espeet to the forn captions are equall} applicable heie 
Medina d<x^ n<.'< distJosc pioees^ JW prepatiuy a pharmaceutical corapoaiimn m unit desa^c 
composing two portion.-, wheion the first t s an mtraoial portion which dis-mtegraies to ideate a 
phatmaceniic ilf\ eitecino amount of at least one tictt\c mgiedient which is absorbed mluoialh 
due to die utumcal '.umpusi'ian ard do-age and a ^ciond p^rnoa which is released and dvo;Kd 
nuhm ihc [owci yasiiomv-ama! t;aei honi cither a sustained iclcase or l hewable lotmubaaon 

None oHVwcIL fromming. nor 1 cnneEl maU up \\>i the dclleiencies in Stealing. 
\ceonimg the 1 \aminer. rho secondary refercn..es ore ichcd upon to cure die deitcK-nev oi j 
LkK o( d -i. [o5nj-c oi tne claimed drugs (INarmnc; "s auswei. paragraph -panning pages 2) and 

* the ! s^imner'- an^wc ,ai r ige 22 second paras-naph also indicates ihei the INaimnu 
'depended <n 1 enneil to make up the defievoc} ol the coating methods Appellants respectful!) 
point >un that as disused Jnoe. Meilmg i> deficient in inoit than the irsied duig's v. ub icspau 
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to uv* iimialions of claim 33, and in fact. Merlhig teaches away from a foimulation winch has a 
sustained nitn.of oil ponion. I hcK-fiiie. a combination of the references docs recite ail the claim 
limitations as uajujred h\ a rejection under 103 (a). Furthermore, there would be no motivation 
to smubine the tefccnccs a.-- the i'Xamincr has done The motivation to combine must come 
from the references cued. !-\en h ,s skilled art Kan combined the references as the Ixaminer has 
done. tiie> would not arvhe at the claimed process for the same reason > discussed under claims 
33-40.. 42-46 and 49-54. 

i 'awn /, 5/ am/ a-r an mu obvious- over Sterling in view of Remingtoi) and Fumcil 
( laitr -41. 5 f . and 54. Sterlins: and Fennel!, a:e discussed aho\e 
Sterling descrmcs a muhi-kuercd pill or tablet having a medicinal core and an 
mien came, laMe-mdicatmg alarm !a>er or lamination, this ha\ mg an outer medicinal la\er 
soluble in the month Sterling does not disckw-e a pharmaceutical composition comprising a 
pharmaceutical!} acceptable effervescent agent which generates ellcn escenee located between a 
fimt mtm.oral component and a .second o;al component which is detectable b\ the patient upon 
substantial release of the pharmaceut;caik actne ingredient in the finl intraoral component 
when (.oiitai u\i with salhaiv fluid Sterling does nut dnvkise a composition wherein the 
immoral portion h pfescut between 1 miejosnams and 50 mg. Sterling also docs not disclose a 
cimpo'dtiou whete the inftaoml portion is a ilim coating applied to tne core or a compression 
eoatm.g compressed around the core. 

Remington states that nifioghccrin has a molecular wemht of 227 00 ;md that I he dose of 
imrogUeetm is between 1 mg and 0. 15-0.0 mg for buccal tablets and sublingual tableis. 
respectively. 
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Fennel I describes, a composition tor rendering sour tasting foods sweet lasting comprising 
miraeulin glycoprotein- obtained from the ripe fruit -of Symepaium diilcificimrmiX a non-toxic 
alkaline material. The composition is placed in the mouth I -2 hours before ingesting sour food. 

Remington and Fennell do not disclose the claim elements missing from Sterling. One of 
ordinary skill in the art would not be motivated to combine Sterling and Remington and/or 
fennel! to make a two component system, much less one containing either an effervescent 
material in an. outer coating or a signaling system between the two components, nor would one 
achieve the claimed composition even if the prior art were combined. Fennel I describes a tasie 
masking composition which is ingested before ingesting sour-tasting foods. The taste masking 
i (impost t> t >vi:tj,m^", ii'outl' .Kids and coats the ;otaue I enneH d->e- rot disdo^. kit su^gc-t 
coating a composition containing an intraoral component and an oral component as defined in 
claims 4L S i, and 54. Therefore, Claims .41, 51, and 54 are- not obvious over Sterling in view of 
Remington and Fennel L 

Ciahn 57 is not ahvkms over Johnson in view ofJao. 

Claim 57 depends from claim 55 which defines a process for the preparation of a 
composition containing a first intraoral portion and a second oral portion, wherein the second 
oral component is a tablet core or at least one layer of a multi-layer tablet or an uncoated capsule, 
wherein the oral portion is released in the intestine after the intraoral portion lias disintegrated 
wherein the oral portion is either a sustained release or chewable formulation. Johnson describes 
chewing gums, not capsules or tablets. Jao describes a dosage form containing a wall that 
surrounds a lumen comprising the drug, a driving means for delivering the drug, and a rate 
controlled exit means. One of ordinary skilled in the art would not be motivated to combine the 
chewing gums of Johnson with the dosage form described in Jao. Johnson describes a 
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composition which is chewed, wrKrem the gum base which can contain an active agent remains 
in the month during I he chew . A combination of Johnson and Jao as proposed by flu examiner 
that would lead t<» a e\>mp<>siuoii that U swallowed, and would reudei the chewing gum disido vd 
it" Joh!V<-n unsatrdacion. for Us intended purpose, which is that the chewing gum is supposed to 
he clicked such J hat die active agent is released m the buccal ca\ it\ I iie ivfeienees. m 
cembinauon. i!<^ not disclose •^h and even element id'elaim 57 nor iIk- motivation to com^re 
td} Double Patenting Rejection 

t htini.s 33-o 7 were provisional^ i ejected under the Ukhcialb created Joanne of 
ohwoirress-'ype double patenting a- being unpaier.iaHc oxer cairns i-b' ofT.S. Paten; No. 
!'."(■ i.°Oi and <laims \~Z0 copending U.S S.N.. 11 tU 1.474. In le-rnmsu. \ppelhmis \\Wi fife a 
iennmal disclaimer to m ercome the double patenting injection upon indication thai the claims 
are otherwise allowable and assuming 'hat the rejection is maintained m \u.-w of the .a.uns oi ihe 
claims, in I <'.S> N. ! 1 0 1 1 A ?4 at tltt conchi.aon of the appeal 

it) Cuttciu.sion 

hoi the inn/e^mie 't^ons. Appellants submit that claims ue definite undei ^ 
i [ s (. 112, and non-oln ions o\ er the cited art, alone oj in combination. The pi iur utt fads to 
JrUkMC the eicmc-nts oi'. and the motivation io combine, as appellants hu\ e done- with a 
t cashable expectation of success, a foimnlahon that provides in a single convenient and 
economical, formulation:- 

A first uomponeui thai is iap;u!y released m ihe mouth where the drug is in a dosage 
lone io 'Mi mg oj i () m 10 nig) and is ehenncaih able u> be sapidh absojbed intraoral!) . and 

\ second component ihai v lele'.ved and absorbed tn the low-er gastrointestinal nact 
tofio\\ing t- e'J admm^iiatjkui which can he m a sustained or dda>ed release- formulation. 
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\\hk'h can include within the first component eiYen escencc agents to increase rate of 

dissolution and uptake of drug, of a signaling mechanisTii to leil the mdi vidua! the first dose has 

been delivered and tin.* second cimipoueii! can. now be sallowed. 

Respectful i y submitted. 

/^Urea.LJ^ab^/ 
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Reg. No. 31.284 
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